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Supplementary Table 1

Characteristics of model mice (methionine choline-deficient (MCD)-fed db/db mice)

Parameter

n

Body weight (g)

Liver weight (g)

Total cholesterol (mg/dL)
Triglycerides (mg/dL)
AST (IU/L)

ALT (1U/L)

NAS

Steatosis

Lobular inflammation

BD (db/db)
8
51.4+3.4 %
2.65+037 1
1147 +8.7 %
80.4+41.8 %
748 +12.4 +
90.8 + 16.8
16+1.1+
0.5+0.5 %

0.0+0.0

MCD (db/db)

8

430+x1.1

1.25+0.17

136.7 £ 15.7

28.9+5.6

87.5%+6.5

96.7 +£25.8

49+1.0

24+0.7

06+0.7

PEMA-L (db/db)

8

393+14*

1.37 +0.13

1475+12.8

21.2+25*

60.9+4.7*

61.4+12.3

23%+15

1.3+0.7

04+05

PEMA-H (db/db)

8

346+23%*

1.78+0.12 *

128.7 £ 15.6

159+35*

488 +8.1*

45.4 +13.7

09+10*

05+05*

0.0+0.0*



Hepatocyte ballooning 1.1+£0.6 19+£04 0.6+0.9 04+05

AST, aspartate aminotransferase; ALT, alanine aminotransferase; NAS, nonalcoholic fatty liver disease activity score.
NAS was scored according to the method described by Kleiner et al.*, as outlined in Supplementary Table 2. Data are the mean + SE.

Significance was determined using Student’s t-test (Fp < 0.05 versus MCD (db/db) mice) or Dunnett’s test (*p < 0.05 versus MCD (db/db)

mice).
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Supplementary Table 2

Scoring system and fibrosis stage

NAFLD Activity Score
Item Definition Grade
<5% 0
5-33% 1
Steatosis
33-66% 2
>66% 3
None 0
Lobular <2 foci/field 1
inflammation 2—4 foci/field 2
>5 foci/field 3
None 0
Hepatocyte
Few ballooned cells 1
ballooning
Many ballooned cells 2
Fibrosis stage
Item Definition Stage
Isolated perisinusoidal or portal/periportal
1
fibrosis

Fibrosis stage Perisinusoidal and portal/periportal fibrosis 2
Bridging fibrosis 3
Cirrhosis 4

Items, definitions, grades, and stages used in this study



1 Supplementary Figure 1
2 Pemafibrate tended to increase serum and mRNA levels of fibroblast growth factor

3 21 (FGF21)

Serum FGF21 N FGF21

pa/mL
Relative mRNA expression

5  Serum levels and mMRNA expression of FGF21 in BD, CTRL, PEMA-L, PEMA-H, and
6 FENO mice (n=5-10). Results are the mean + SE. Significance was determined using
7  Student’s t-test (p < 0.05 versus CTRL mice) or Dunnett’s test (*p < 0.05 versus CTRL

8  mice).



Supplementary Figure 2
Mechanism detailing the effect of pemafibrate on a rodent model of NASH

(schematic)
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NASH, nonalcoholic steatohepatitis; FFA, free fatty acid; TG, triglyceride; VLDL, very-

low-density lipoprotein; UCP3, uncoupling protein 3
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Supplementary Figure 3

Experimental protocol

A | I I
9 11 15weeks
| | || + + +  0.5% methylcellulose
BD (db/db) mice | Basal Diet |
.,J,,u,l . 0.5% methylcellulose
MCD (dbfdb) mice |  Basal Diet MCD |
J,,Lu, . 0.03 mg/kg of pemafibrate
PEMA-L (db/db) mice | Basal Diet MCD |
‘.l,u,l . 0.1 mg/kg of pemafibrate
PEMA-H (db/db) mice | Basal Diet MCD
B
| ] ; I
6 8 20 28weeks
BD mice ‘ Basal Diet ‘
CTRL mice ‘ Basal Diet | D09100301 ‘
PEMA-L mice ‘ Basal Diet | D09100301 | 0.4mg pemafibrate/kg of diet
PEMA-H mice ‘ Basal Diet | D09100301 1.3mg pemafibrate/kg of diet
FENO mice ‘ Basal Diet | D09100301 | 666.7mg fenofibrate/kg of diet




